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According to the data of Ukrainian researchers, in Ukraine abortion is the common approach of eliminating the unwanted pregnancy. The basic cause for this phenomenon is lack of awareness and reluctance of the Ukrainian women to use modern methods to prevent unwanted pregnancies, including hormonal drugs. Taking into account the advisory role of a pharmacist in the pharmacy it is expedient to create the theoretical and practical basis for providing pharmaceutical care concerning the rational use of contraceptives to the population by a pharmacist. The article presents the results of clinical and pharmacological analysis of contraceptives registered in Ukraine. The results indicate that the Ukrainian pharmaceutical market is saturated with combined oral hormonal drugs; their intake requires the high compliance of the customer due to the long-term course of administration, and they may cause a variety of side effects. Introduction of the Project of the Protocol of a pharmacist for OTC-drugs dispensing into pharmacy practice can be the way for improving pharmaceutical care and prevention of unwanted pregnancies, their medical, physical and psychological effects, as well as prevention of the irrational self-administration and side effects of contraceptives. It has been elaborated on the basis of the State formulary, the 7th edition, and the State Register of medicinal products in Ukraine.

According to the present domestic law, Ukraine belongs to the countries where the liberal policy gives to a woman the unlimited right to freely dispose of her body and the right of the personal inviolability. Therefore, on the background of the demographic crisis the main method of birth control in Ukraine is abortion. In accordance with Ukrainian researchers more than half of women of reproductive age (57.3%) has applied this method of getting rid of unwanted pregnancy [6]. The state of women's reproductive health of adolescents takes the particular concern. Official statistics in Ukraine says - each year more than 10 thousand pregnancies among girls under 17 are registered and one third of them end in abortion [10].
The main cause of abortions, according to experts, is the lack of awareness and unwillingness of Ukrainian women to use the modern methods of unwanted pregnancy prevention, including hormonal agents.

Ukraine has developed a policy document of Service of Maternity and Childhood - State Program №1849 "Reproductive Health of the Nation for the period till 2015", approved by the Cabinet of Ministers on 27.12.2006, which focused on a series of procedures aimed at reduction of abortion number [2]. Over the last decade the reducing of the number of abortions in almost 3 times was achieved due to purposeful state policy on the prevention of abortion, as well as the implementation of family planning procedures. But educational work among the population, prevention of irrational and dangerous self-usage of hormonal contraceptives remain an urgent problem of healthcare in Ukraine.
The aim of this research is elaboration of the theoretical and practical basis for the pharmaceutical care providing to the population by pharmacist about rational use of contraceptives.

Materials and Methods
The research of population experience of some contraceptives usage and determination of the structure of people adherence were carry out in Kharkiv by interviewing of women aged 18 and over who bought birth control medicines.
The study was conducted by the polling of pharmacy customers. The respondents were selected randomly. The volume of sampling was 100 people. The standardized nature of information acquisition has been achieved using a specially designed questionnaire.

Clinical and pharmaceutical estimation of contraceptives registered in Ukraine was performed on the basis of the Instructions for medical use which were posted at the site of State Register of Medicinal Products and in the State Formulary of Drugs of Ukraine [3, 9].
The processing of the results was performed using statistical analysis methods [7].

Results and Discussion
According to the analysis of results the young women of reproductive age (18-25 years) addressed for contraceptives mainly. 68% of respondents had higher education and in 66% of cases were married. 14% of respondents had children and another 18% were planning pregnancy.

In accordance with obtained data 90% of respondents used contraception and prefered barrier methods, such as condoms (62%), and spermicides (10%). The choice of contraception was performed by the respondent (woman) in 100% of cases and usually based on the advice of a pharmacist (40%) and a physician (30%).

Such confidence in pharmacists, on the one hand, increases its role in prevention of systemic side effects of contraceptives, but, on the other hand, converts into alarm the situation of independent women contraceptives use, and increases the risk of unwanted actions and ineffectiveness of ones.
46% of asked women had the experience of emergency contraception and "Postinor" was the most popular contraceptive (87%). The choice of method of emergency contraception was was determined by pharmacist recommendation or the advice of friends.
The comparative clinical and pharmaceutical estimation of contraceptives currently represented on the pharmaceutical market of Ukraine was made in order to study approaches to pharmaceutical care while dispensing of contraceptives [3] (Table 1).
Table 1
Clinical and pharmacological characteristics of contraceptives registered in Ukraine

	Medicines, content
	Trade name
	Dosage Form
	Regimen
	Side effects
	Interaction
	Features

	Spermicidal agents

	Benzalkonium chloride
	Benatexs, Gynecotex, Erotex, Erotex, Erotseptyn-Farmex, Pharmatex
	Vaginal creams, suppositories, pessaries, tablets
	Just before sexual intercourse 
	Allergic reactions, skin irritation, tingling, a feeling of warmth at the injection site, contact dermatitis, itching and burning in the vagina and / or partners’ penis, painful urination
	Benzalkonium chloride is destroyed by soap. It is incompatible with even small amounts of soap
	It does not penetrate into breast milk and can be used during breastfeeding

	Nonoxynol-9
	Patentex, Oval H
	Pessaries
	Just before sexual intercourse. It is activated in 10 minutes after the introduction. Duration of action - 2 h
	The feeling of warmth and slight local irritation
	Do not use this medicine in combination with other drugs that also administered into the vagina
	To protect from sexually transmitted diseases always use a latex condom together

	Combined agents

	Ethinylestradiol 0.6 mg, Norelhestromin 6 mg
	Evra
	Transdermal therapeutic system (patch)
	21 days from the first day of the ovulatory cycle, replacement of the patch - 1 in every 7 days (3 times per cycle). Break - 7 days
	Headache, nausea and sensitivity of breasts
	Women who undergo long-term therapy of medicines that induce liver enzymes should choose another method of contraception
	Do not use during pregnancy and lactation. If pregnancy occurred, the patch (TTS) Evra® using should be immediately stopped

	Ethinylestradiol 0.03 / 0.02 mg, gestodene 0.075 mg
	Logest, Femoden, Lindynette 30/20
	Tablets
	21 days from the first day of the ovulatory cycle with a break for 7 days
	Vomiting, diarrhea, nausea, abdominal pain; intolerance to contact lenses; body weight change (increase or decrease), fluid retention; headache, migraine, depressed mood, decrease or increase libido, depression; feeling breast engorgement, breast enlargement, changes in vaginal secretion, mastalgia, discharge from the nipples; rash, urticaria, exudative erythema multiforme, erythema nodosum; allergic reactions
	Efficiency  is increased by the inhibitors of microsomal liver enzymes and decreased by the inducers of microsomal enzymes
	Medicine is contraindicated in the case of present or a history of jaundice or severe forms of liver disease, thromboembolic disorders, prescribed with caution to patients with renal impairment

	Ethinylestradiol 0.03 mg, desogestrel 0.15 mg 
	Marvelon, Regulon, Munalea 30
	Tablets
	
	
	
	

	Ethinylestradiol 0.02 mg, desogestrel 0.15 mg 
	Mercilon, Novinette, Munalea 20
	Tablets
	
	
	
	

	Ethinylestradiol 0.02 mg, drospirenone 3 mg
	Yaz, Difenda, Miralda
	Tablets
	28 tablets, 24 are active with the active ingredient, 4 are inactive pills (placebo). Intake without interruption
	
	
	

	Ethinylestradiol 0.03 mg, drospirenone 3 mg
	Yaryna, Milanda, Fiona
	Tablets
	21 days from the first day of the ovulatory cycle with a break for 7 days
	
	
	

	Ethinylestradiol 0.03 mg, dienogest 2 mg
	Jeanine, Siluette
	Tablets
	
	
	
	

	Ethinylestradiol 2.7 mg, etonohestrel 11.7 mg
	NuvaRing
	Vaginal ring
	21 days from the first day of the ovulatory cycle.

Use 1 per cycle.

Break 7 days
	Headaches, migraines, reduced libido, depression, emotional instability, dizziness, anxiety, pain, breast enlargement and tension, nausea, abdominal pain, diarrhea, vomiting, dysmenorrhea, vaginal discharge (leykoreya), vaginal discomfort, vaginitis, cervicitis cystitis, urinary tract infection, weight loss or increase, fatigue, loss of the ring, problems with coitus (women and men), sensation of foreign body in the vagina
	Reduced activity can be observed while taking the drugs, which induce microsomal enzymes, in simultaneous taking penicillin and tetracyclines. The impact of vaginally introduced antifungal drugs and spermicides on contraceptive efficacy and safety of NuvaRing is unknown
	Pregnancy is a contraindication for NuvaRing use. If a woman became pregnant during a ring usage, a ring should be removed. The lactation can be affected by estrogens. Estrogenes can reduce the amount and change the composition of breast milk. Therefore NuvaRing should not be used during breastfeeding till full stopping of it

	Agents for immediate contraception

	Ulipristal 30 mg
	Dvella
	Tablets
	1 tablet in the first 120 hours after intercourse regardless of the meal. If within 3 hours after tablet administration the vomiting develops, 1 another pill should be taken
	Headache, nausea, abdominal pain and dysmenorrhea, as well as dizziness, drowsiness, blurred vision, violation of attention
	Efficiency is increased by inhibitors of microsomal liver enzymes, reduced by inducers of microsomal enzymes and drugs that suppressing the pH of gastric juice
	Not used in breastfeeding, severe liver failure, asthma, not recommended for activities that require high concentration

	Levonorgestrel 1,5 mg
	Escapelle
	Tablets
	1 tablet in the first 72 hours after intercourse. If within 3 hours after tablet administration the vomiting develops, 1 another pill should be taken
	Nausea, bleeding, including irregular, dizziness, headache, diarrhea, pain in the lower abdomen, vomiting, breast tension, fatigue
	Efficiency of levonorgestrel-containing medicine is lowered by barbiturates, primidone, phenytoin, carbamazepine, preparations of Hypericum perforatum, rifampicin, ritonavir, rifabutin, griseofulvin
	Hypersensitivity to any component of the medicine, severe degree of liver failure; pregnancy.

Most (95%), of contraceptive efficacy is observed when medicine is taking in first 24 hours

	Levonorgestrel 0,75 mg
	Postinor
	Tablets
	The first tablet should be taken at least 72 hours after sexual intercourse, second tablet - 12 hours after the first
	
	
	

	Mifepristone 200 mg
	Mifotab, Mifegyne, Miropristone
	Tablets
	Under the supervision of a physician - 600 mg of mifepristone orally once in 1-1,5 hours after meal, after 36-48 hours the misoprostol 400 mcg orally (in case of pregnancy with delayed menstruation for 49 days). The patient should be under the supervision of medical staff within 2 hours after application
	Discomfort, abdominal pain, weakness, nausea, vomiting, diarrhea, headache, dizziness, pyrexia, flushing, rash
	Strengthening of action in simultaneous administration of misoprostol
	Medicine should be used by obstetrician-gynecologist in institutions that have permission for abortion.

Mifepristone and prostaglandins can be used for abortion only if all the national requirements are done


The next advantages of hormonal contraceptives should be noted: the high efficiency of ones; the immediate effect, if to start taking them before the 7th day of the menstrual cycle; the small number of risk factors; the absence of impact on sexual intercourse; ease of use (for oral forms); the existence of additional positive effects; the impact of combined hormonal contraceptives on some infertility causes; the acceptance of contraceptives can be easily stopped [1, 4, 11, 12].

The registered in Ukraine hormonal contraceptives are presented in various dosage forms and have different dosage and phasing, allowing to individualize the contraception [3, 8, 9].

Based on clinical and pharmaceutical analysis we could make conclusions about some of the disadvantages of combined hormonal contraceptives: the requirement of regular use; the possibility of adverse effects (nausea, dizziness, slight pain in the mammary glands, headache, blood discharge or bleeding), the impact on the effectiveness of the drugs that alter the activity of hepatic cytochrome P450 system, the risk of thromboembolic complications, the changing of the emotional state. A major negative attribute of systemic contraceptives is the lack of protection against sexually transmitted infections and HIV-infections.

Meanwhile, regardless the side effects, hormonal contraceptives are the most studied drugs, that explains their presence in the WHO Model List of Essential Medicines. These drugs express the preventive and therapeutic effects in addition to high efficiency (99.7% at the correct usage and 92.0% at the typical usage).

So, from the pragmatic point of healthcare view the usage of hormonal contraceptives are appropriate for the modern system of family planning in Ukraine. All stated above increases the role of the pharmacist and requires to order the approaches to pharmaceutical care for rational use of contraception methods by elaboration of appropriate Protocol of a pharmacist [5].

It should be noted that the elaborated project Protocol should be used only while dispensing of non-prescribed contraceptives, as far as the hormonal contraceptives must be prescribed by a doctor. Also in case of any doubts a pharmacist should recommend to customer to see a doctor.

Project of a Protocol of a pharmacist
1. Passport part

1.1. The problem concerning with health: Application for counselling about getting the information of unwanted pregnancy prevention.
1.2. Code of ICD - 10: Z71

13. The Protocol is designed for pharmacist who delivers the finished pharmaceutical products and medical devices.

1.4. The aim of the Protocol: The informational support of the contraception issue and dispensing medical devices for pregnancy prevention during the patient application.

1.5. Date of the Protocol elaboration: April 2014

1.6. Date of the Protocol revision: December 2015 - January 2016

1.7. List and contact information about people who participated in the protocol developing:

	Authors:
	Standards development organization

	I.A.Zupanets 

V.V.Propisnova
	National University of Pharmacy

	O.O.Shylkina
	State Enterprise “The State Expert Center of the Ministry of Health of Ukraine”


2. Informative and educative activity
2.1. To support the implementation of the concept of the National Programme №1849 "Reproductive Health of the Nation for the period till 2015", which was approved by the Cabinet of Ministers on 27.12.2006 and focused on a series of procedures aimed at reduction of abortion number.

2.2. To explain to the population the necessity of unwanted pregnancy preventive procedures.

2.3. To provide the proper information (guidance and counseling) about the prohibition of self-usage of systemic (oral, injection, implant, transdermal) contraceptives for pregnancy prevention.

2.4. To refer a patient for medical specialists’ consultation and examination in case of suspicion of pregnancy (including unintended).

2.5. To promote and support the adherence of women of reproductive age to a healthy lifestyle.

2.6. To provide to patients the information about the necessity of hard compliance with the specialists’ recommendations during all period of intake of the systemic drugs for pregnancy prevention.

2.7. To provide to patients the information about the selection and usage requirements for the barrier methods of contraception.
3. Guidelines to assess the needs of the patient/patient representative when applying for help

3.1. To find out information about:

3.1.1. who have a problem (patient, family members, friends - kids or adults);

3.1.2. what steps are done before going to the pharmacy;

3.1.3. what drugs were taken before going to the pharmacy.

3.2. The usage of any systemic contraceptive needs to consult a specialist to choose the scheme of contraception.

4. The threatening symptoms which require immediate addressing to the doctor

• Chest pain or shortness of breath;

• severe headache, blurred vision;

• severe pain in the lower extremities;

• severe abdominal pain;

• severe bleeding or blood discharge in women;

• high blood pressure.

5. The algorithm of pharmaceutical care while applying for contraceptives (Table 2).

Table 2

The algorithm of pharmaceutical care while applying for contraceptives
	A pharmacists’ question to the patient / patients’ representative
	Patients’ responses / patients’ representative
	Recommendations

	Do you need the drug for immediate contraception?
	Yes
	In order for immediate contraception the prescription drugs, which contain high doses of reproductive hormones, are used. To purchase them, contact your doctor for a prescription

	
	No
	Continue a conversation

	Do you need the drug for regular contraception?
	Yes
	Continue a conversation

	
	No
	For recurrent contraception, especially in situations of occasional (or irregular) contact the barrier methods of contraception are recommended

	Do you prefer a barrier method of contraception?
	Yes
	Continue a conversation

	
	No
	Continue a conversation

	Are you allergic to latex?
	Yes
	Recommend the spermicidal agents. Provide the information about the proper usage

	
	No
	Recommend latex products (condoms, diaphragms, cervical caps). Provide information about the proper usage

	Do you prefer a hormonal methods of contraception?
	Yes
	For this purpose the prescription drugs is used. For their rational choice, as well as a prescription of them, contact a specialist

	
	No
	The surgical sterilization is an alternative for systemic hormonal contraceptives. For advice, contact a specialist


6. The list of drugs and medical devices to prevent pregnancy

6.1. The list of OTC drugs

6.1.1. Benzalkonium chloride

6.1.2. Nonoxynol-9*

6.2. The list of medical devices

6.2.1. Condoms

6.2.2. Diaphragms
6.2.3. Cervical caps

6.3. A list of prescription drugs

6.3.1. Combined hormonal agents

6.3.1.1. Ethinylestradiol + levonorgestrel

6.3.1.2. Ethinylestradiol + desogestrel

6.3.1.3. Ethinylestradiol + gestodene

6.3.1.4. Ethinylestradiol + drospirenone 
6.3.1.5. Ethinylestradiol + norelhestromin

6.3.1.6. Ethinylestradiol + dienogest

6.3.1.7. Ethinylestradiol + etonogestrel

6.3.2. Hormonal progesterone contraceptives
6.3.2.1. Medroxyprogesterone

6.3.2.2. Desogestrel

6.3.3. Agents for immediate contraception

6.3.3.1. Levonorgestrel

6.3.3.2. Mifepristone

6.3.3.3. Ulipristal*

* This medicinal product isn’t included into the State Formulary of Drugs of Ukraine 7th edition.

7. The providing proper information about contraceptive drugs for medicines’ selection

7.1. To provide the recommendations for drug dosing regimen, intake requirements, course of treatment, requirements of storage of medicines.

7.2. The cautions for use (features of intake, side effects, the impat of diet, etc.) (Table 3).

Table 3
The cautions for contraceptives use (features of intake, side effects, the impat of diet, etc.)

	The Chapter of the State Formulary of Drugs of Ukraine 7th edition
	Information for the patient / patient representative about the features of the drugs’ usage 

	Spermicidal agents

§ 11.4.2, section "Obstetrics, Gynecology. Medicines",

§ 16.1.2.3, section "Otolaryngology. Medicines"
	The toilet of the externalia using clean water or products that does not contain soap and compatible with local contraceptives is allowed immediately after sexual intercourse, and 2 hours before and 2 hours after sexual intercourse. The vaginal douching and washing in the bath or pond is not possible earlier than 2 hours after intercourse in purpose to prevent spermicides hydrowash.
In case of the vaginal diseases the application of vaginal drugs should be temporarily stopped till the end of the treatment.
Drug does not penetrate into breast milk and can be used during breastfeeding

	Hormonal contraceptives for regular administration

§ 7.5.1.2, section "Endocrinology. Medicines"
§ 11.6.2.1, section "Obstetrics, Gynecology. Medicines"
	Smoking women, after 35 years old should not use a combined oral contraceptives.

Estrogen-containing contraceptives may increase the risk of thrombosis in patients who have undergone the surgical intervention or prolonged immobilization.

The hepatocellular adenomas rarely occurred in women should be excluded in patients who are taking oral contraceptives and have tumor-like formation in the abdominal cavity and\or suffering from acute abdominal pain.

Women who has chloasma (in application of the estrogen-progestogen-containing contraceptives) should avoid the sun exposure. 

The vitamin B6 can help in the case of symptoms of depression. The periodic medical examinations (2-3 times a year) are recommended in long-term administration.

It is necessary to carry out the permanent monitoring of women with a history of: heart failure, renal failure, hypertension, epilepsy, migraine, sickle cell anemia and estrogen-depending gynecological diseases.

The reliability of contreceptives can be reduced while skipping pills, in case of diarrhea or vomiting within 4 hours after administration, as well as the simultaneous use of drugs that affect the activity of liver enzymes.


7.3. Inform the patient / patient representative that detailed product information is presented in the instructions for medical use of the drug which is added to it.

7.4. Inform the patient / patient representative that the administration of the suspect drug should be stopped in case of the appearance of adverse reactions during of drug application (predictable and unpredictable by instruction for the medical use of the drug) or lack of efficacy of the medicinal product, as soon as possible to inform the doctor, pharmacist, fill and send a special form (Report form about adverse reactions / or lack of efficacy of the medicinal product during its medical use for providing information by patient) any convenient and affordable way to State Expert Center the MoH of Ukraine;

7.5. Control of the availability of the information about the drug:

7.5.1. find out how patient / patient representative learned information;

7.5.2. ask the patient / patient representative to repeat the most important information;

7.5.3. determine whether patient / patient representative has the remaining questions.

CONCLUSIONS

1. The performed clinical and pharmacological analysis of contraceptives registered in Ukraine showed that the Ukrainian pharmaceutical market is saturated with combined oral hormonal drugs, intake of which requires the high compliance of consumers due to long course and numerous threatening manifestations of side effects.

2. The elaborated Protocol of pharmaceutical care –The Protocol of a pharmacist while dispensing OTC medicines for contraception, which was accomplished on the basis of the State Formulary and the State Register of Medicinal Products of Ukraine - should be implemented and used in pharmaceutical practice in order to improve the quality of pharmaceutical care and to prevent the unwanted pregnancies, abortions, their medical, physical and psychological consequences, irrational self-usage and side effects of contraception.
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